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Abstract 



Compounds which are useful as preventives or remedies for complications of diabetes based on protein kinase C inhibition. 
Nitrogen-containing heterocyclic derivatives characterized by the chemical structure in that a nitrogen-containing heterocycle 
having carbamoyl is bonded to aryl, cycloalkyl or heteroaryl via a nitrogen atom, and to optionally substituted alkylene, etc. via 
another nitrogen atom, for example, 4-benzyloxy-2-t(2-dimethylaminoethy^^ 

These compounds well inhibit PKC activity and exert a favorable effect of ameliorating complications of diabetes. 
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^Df-f^t- tfC (PKC) I*. BgHI~<fc^T^<t£:K&tL^^£=tO-te'J> 
*f V+F-<A|:i$H£:aTl^ (B i o c h em J 291:32 9 — 343 (1 99 

+^iztei^xM.**t&m&?**>tzim\zmj.Lx^&i3K mm hv-oiiPKciz?* 

(Science 258:607-61 4 (1 992)). P KCT-f Vlf-f A. 
li^u^i^MJSfFtt-efci). PKC<D«i:feJ:t/AMI**;U->'i7Afe«fct;i;T->;U^' 

2 A£3t&t£-fc!-<i> (Am J Physiol 265:E783-79 

3 (i 993) ) . mmm(Dwnmiztsi^x^ 0 i7^v^rAro^<b#***v5> (j 

Clin Invest 100:11 5-126 (1 99 7)). Jto«gii£ISH?>'i>IBl 
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T'itfi 27-f Vl?VA<D^4b#?fr&£:h.Tlv5 (P r o c N a t I Acad Sci 
USA 89:1 1 059-1 1 063 (1 992) ) . /327-f Vlf-f Ali£jftl3$ 

fflBSCD^Mb/lgJilrll^.-r-SZtA^^^TU'i) (J Biol Chem 269:23 
230-23235 (1 994) ) . 

±5!i(7)in<. pKcim?£<mm(D§t& j t>mmizt5^Tm^ti^$:g;tzLTt$v. pk 
-r vif -c A0jsi4jbi*»BBsnss w-f h * -r >ro^3tii. <j / *~ tf a 2 sttflds 

^Na/K-ATP a s e OM^SI^S^ U Z'ZJim.tfmtt 
*ITI^ (Diabetes 47:8 5 9 — 866 (1 9 9 8)). ^H, jB 7-f Vtf-f 

J^<&»#fEJB£^5Z<t*^£;tXTl>& (Science 272:728-731 
(1 996), J Cl in Invest 100:115— 126 (1997) )„ 

PKClfi«±:LTIi. 8fe±&#±irr&7MU:*jP-f KTfcSx^nxTK'/i/j&t,. 3t 

titHf&WMt LT*Dt>+VCl^ (B i o c h em Biophys Res Commun 
1 35: 3 9 7-402 (1 986) ) „ L*U -OT3!S^«fctf^O<b^a>«fc^&fi 

Tt^-S (J Med Chem 39:2664-2671 (1 996) ). f&b*.. 7. 

P^-f b'lrib^LPKCirS^tfei^lMb^Si: LT*0t»*LTl^ (J Med 

Chem 35:994-1 001 (1 992)). 

t'^>h* l j;^L/'f 5 K£ LTCt $fB^7-2 1 5 9 7 7-^-[rTl5— «S3tT*^^^-S 
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(5t*<DlE-5§-li±lB4>IB#m> ) 

WO 9 7/1 9 0 6 5-^-|-l±, TIE— fl^T^tl^b^^rt^P^TM — 
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( I ) 



CONH 2 








* LTtS^Ar Q7'J — Jk 

R':-N(R S )R S . -g&££:£LTi&lM^7JU*b>-N(R 5 )R\ OH. Xlig&g 



LT t SlWr nj'J-Uk 
A a : NR 7 , CO. O. S. fHM**LT*mLMB»T;WrU>, 

R\ R\ R\ R\ R e &VR 7 : m-X.llMte'sX. ftftfll?. AD^rX OH. NH 2 . 
CN. -CHO, -C(=NH)-NH 2 . «lM6^*LTt AtMiaiT^^k -C(=0>-gft« 
**LTtAlMS«T^;k -C(=0)HD-M&g£%LTt&lM£i»T;i^;k -SO r S 

j**£*LT*ftiMiaT;i^k -c(=o)-g^^WLT*aL^^P7"j— ;k e& 

LTfc&l^>$ UT)V*c)W LTt&INT 'J— Jk LT^&l^ 
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Jk 

*wn»+a>HBa©s«ttei^T rissu £*>flif§is. fti=we>fci«y, graft* i 

;k X^;k ^PtVk -fV^ntfJk ^Jk -fV^vJk sec-^U ter t- 

^;k ^>?;k 'fvofju ^M-'O^k t e r t-^>^;k 1 -y^n^^vk 
2-y^-;u^;k 1, 2-v?y^;u^nbf;k ^*>;k -fv^v^k i-y^u^ 
2-^;u^>-?Mk 3-><^i^>^;u3|ft^i-ft>:h.&o cttt»cD*-ei*mmSfei 

r^T^u^u^j i:LTii. x^-u> s ^neu>, ^Ly>mom. >^;u 

ryj— ;uj tLtit 7i-Jk «*jk 7>Hj;k :?x-}->HJJk -f>^;k 

r^fnj'j-w <hLrii. ^'j;k ^x^jk t?p«j;k -fs^V'jJk ^-Ti/gjk 
t^yjvk 'fv^yjJk -rvW/'jJk t°'jv;k tfusi^k f'j^v-;u tf 

•j;k ^^'J^xjk tf'J Ktf'J S^x;k 2. 3-^l/>vt^>7i^. 2. 3 

-vtKP-r>K'j;k i» 3-vt KP-fv-f>K>jJk 1. 3-e>t h*p-r v^^y? 

3-^V-rv-OK'JJk 2-*-*v-i. 2-i?t KP^/'Jx;k 1, 1- 
$/*"*V*>yW7 1 =Jk 9 -ttV bx;i^|(D^3tX(i=SS^ P7 'J — 

;u^;uj . rr'J— ;uj . St; r^rP7U-;ki *<^;t^*i4S^¥-£2®rf£;i<!:£S 
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N A J 
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A ^R 4 
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K U J* . *<* ^t; r 4 



R 4 



iLTIi. COOH. OH, AP^I^, N0 2 , CN, NH 2 , S0 2 NH 2 . COOH6 

T;u^;k -cHS»T;L4yk /\ny/t6»7;u^/k -o-/\pyyi&g&7;Mr;k -s-« 
ft7**;k -so 2 -M7;i4;u -so 2 nh-«£ss&t;u^;u). -so 2 N-(<gf&T;u^n>u) 
2% v^7 07^k T'J— Jk ^fP7'J-;k =0. =CH 2 . i&gftr.M^y'J— ;k 
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^to^^mm- lti*. ju*wici;t &&. jub*ML a 

•^bJML {fife U>IMW>aBL *BL «& ^atft^ v^M. -?n> 

sta>-e(«c<, -ass* (i) ^$^*^^««asi^i*xi*^<Da!iim<iicg^$*i 

StoMZfn K7??€M*'t£& LTI4, Prog. Med. 5:21 57-2 1 6 1 

(1 9 8 5) I=E***ITI**»*>, J£JIISJ£1 9 9 0*PPJ r^ n ° B (DiB^J ff7«5^?tt 
ffl 6 3-1 9 8MI=Se»**iTL^at3^lft>*t*. 

*fc LT •J — :-' (Greene) (Wuts) V. rProtective Groups in 

Organic Synthesis {%Zm J I^I2®(7)^S^lf 5 Z <t ^SfL^rWOC 
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(I) 



CONH 2 



R 3 (IV) 

( 3t 4> £>L' liJftJ&S £ ^R* L . Dig. A' . A*. R \ R 8 « R 3 . X. Y(Z5 f B-^liffltE 1 

*»ai±ft^«i(ii)xtt<b#«i(i>03^e.<b$tt(i)«»*»aT?fes. BBttSL't l-ci** 

JU*-*^ K V ^;u^-p ^ £ >x;U7^— jutt's* ih-*>»/ K 'J 7 V— jn— f vSI 

&&mtf-?£z> 0 it^m(iv) zmwzmz. h«;7'j— jh£xa-?->, 7u— ;u/v5^ k\ 

7 »J — )V 7 U — JM*n >gg?<D7 'J — ;Hb3«l£SJ££l-!- (I) £#&^#-e# 

5. ^Sftf-ib^COlrN-^PPa/vi^-f S K-^N-^P^n/N-^M-i'S K, 
-try >v?;i~*-'J K^/\py>^J^ffl$1±^M^II^TO-hl-/NPy^b^fT : 5^ 
T?#£ 0 l^*UD£J6t&8£8ESL < li^.>-tf h^X>. ^*>U>§?(D3?§i£gHb*i?t 
£. vx^jux— f;k f K^tKo^X yt^>SKDx-fJMi, v£ppy$>, 
1. 2-i?<7 P PX$ ^ a P7t-x;UA^(D/NP'trMbfl«b7Xm?S. N. N-v> 9^U7fc>UA7 5 K 
(DMF) % y^WWmvK (DMSO) % ^Wth7SK. N-y^Ut'P'J 

fx 7-trhxh>j;u (MeCN) , wm^Tji^ttiz^fmtesm&ps mj^jbrntm 

£S L<(±» v-< V ^P t';UX^;UT 5 N-> ^l^U* tf U 4-CN.N- 
y>fJl/75y)tr'Jv» XI±#Jl^mS (#*L<I*» SS^'J^A. TKSHb^h'J^ 
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dmf. dm so. euvx *«w>fijti~ 3 Fatt'Sc»aw>. an rat. mt 
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CONH 2 
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mi 3 

.a' x r 2 a i r 2 

D N N 

N X.CONH 2 N J^CONH 2 



H 1 3 l 3 
(la) R 3 



(lb) 



N 



2 



N CONH 2 
HO N Y 

R 3 (lc) 

*£[i£l2T S J WZSU&fWLtttkKc&to (la. Ic) «fc U <bM (lb) £*#£;tf£-Cfc&. 

mm^tmmt. mm\T-&2>T ^ ><fc^tt£^;u7SM«»«£iMb^i*(ib) ^ 
dm f. Me cNmcomm^wTbrnofmstrFizfro z ttf-zzz. sj&sm&it&toiz. 
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S&4 



N ^C0NH 2 R4-A3H n-WCONH, 

J 3 I 3 

(VI) MtlX R (Id) 






CONH 2 



£=rr z>mts\3~ man* =t> \~%mzm^^v>)\^&ft!£ ub^Kie) zl t 

L < ti3£§J&?Hb*3SS& X — xJMSL / \0 f MbBHbTtcStS. DMF. Me CN ^(D£J£ 
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N 

R 3 R 10 R 9 




CONK 



D N 
N 




CONH, 



(U) 



A 1 R 2 
D N 



A 4 

R 3 o^ f 
> /^> (lg) 
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D N 



CONH, 



N 



R 1 - 



R 3 ho^R 9 



(Ih) 




CONH„ 



R 1 - 



R 3 V 



(li) 



(lg) £ffli*fc«H4. 'J W 'J K-\^f!ll&JK6a&ffll^=JEfBI=frt- - <h y JUS 
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D N D N 

l 3 l 3 

R (IX) R (X) 



A 1 R 2 



(VII) / (VIII) 



D N' 



N 



^L.CONH, 



(XI) 

«*Hb*tt 00 1*, ittm <X\\)izM LfitlsHM;* 1 <h y £ L«r 5 Z «t T* 

(vi 1 1) i=#uNiBtt£2 tmmzixoteffisj&zfr? z t-&*zz «h*<-e£<5„ 
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L 1 



(XII) 



I 



L 1 L 1 L 1 



.13 



L 2/^y''X L 2^Ayv'X ^/"^N 

(XIII) (XIV) R 4 

(XV) 



(XVI) (XVII) 
(sC^cd R 12 (i*§t, *;i^*:>xi4a;u^;u£Bfl*U R ,3 l4*;u = ;u. 
; ^-f JU&tf R* £©Sfc U -?-0>fl&<DiE#(4BiJie^$) 
Jf£Wt£& (xvii) J4. <b«tt (xiv, xv) izfcfuWKasai i^cDSfeSE&^ff-pzi 

WW*. (XV) 14. l*95?>«**«fls#*B (XIV) |C**LT* «TEtt$ 8 tRmkD55T263U4 

*;u/^<;u*|UK*(Xiv)l4. <MHfcOcni)l=»LT. 7|yU73 K^flOMteatt 
<lak«*fflL^=«afe©^$?*juJEJ6:|=fsrt-ct5U4. 'J^A ZZ6.6— x 

ttf-e£& a *fci?:^us;i^cxiii)£fl!i*fcJt*ii *CSsic«fc y 1Kb Ltt;^v 
mtLtzte. ±s£kmfflzTs. RbLT*;i^^;u*|HH*0ClV)£#5::i:#^££. 4> 
BH*0CIII)I4. fc^&CXlDfzfclL-C* ±Eil^l=WT;i,*V*Wttat^ffffi$-ii-fc^ 
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«bKSJ5^-5-<tT?#«>Zi:A<T*ti.o 4>fSH* (XVI) 14, R 13 A^>7 flMbla $3 (XIII) 



HN' 



N 



CN HH&SJto 



(XVIII) 



HN' 



CN 



(XIX) 



(IV) HN 

N A^CONH 2 

R-<N^^ X 

U 



(5£4><DtB#l4IiJSE[5W$) 

IMM (iv) I*. fb^fci (xix) (Cvt; *nne$^2«i:^<DJra7K^msisizw-L 
#^^«t*<-r^-2>. *fHK* (xix) (4. itttto (xviii) iz^L-ciWEttai £6H*a>Wft£ 
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i. PKciawisei (spaiw^^pkcsho)^) 

PKCH§fi®&|£ (J. Bio. Chan 260:10039-10043. 1985) lzmCttmz£ y|3tg&L7c 0 
SPA (Scintillation Proximity Assay) ili, Ame 
r s h a nrvttlCcfc U HB3££*l*u »T $-£§*A LtzZ?3*T V>7 tf-XaJMldBt 

SJ£j& (fcBfifc : 2 . 5 mU n i t P K C isozymes (Calbiochem 
tt) ,50mM- HEPES (pH7. 5) .0. 2 5mM ED T A, 0. 1 2 5mM D 
TT. 12. 5mM MgCI 2 , O. 5mM EG T A, 0. 7 5mM CaCI 2 .0. 2 
5% Triton X-1 OO, O. 2 nM tt=Fl/- e-^?=S- K (B i o t i n-E 
RMRPRKRQGSVRRRV, K^fi^fCfc tJ^fiE) . O. 2 M ATP. 0. 

2^i C i [r- 33 P] -ATP (1 OmC i /m I , Ame r s h am*±). 50ng/ 
ml Z?*Jl,#— ;H 2, 1 3-v^b-h (WAKOti) , 184/ig/ml :7*X 
77f^bt'J> (WAKOtt) 50// IIC. 1i^fc^!fc)a>DMSO;g;££. 1 ^i^fz 
LJ2// I (DMSO<D&*tigJg(i4%) mJOLtco Z*l*0 p tiPlate™ (PACK 
A R D tt) (Ct@§3 L. 1ST' ( 2 O ~ 2 5 °C) T1 (Skiing L"fe 'J > 'J >BHb£frofc e 

£J6f£jtj$ (0. 1mg SPAt-X, 136*iMATP, 5 0mM HEPES 
(pH7. 5),0. 25mM EDTA, O. 125mM DTT.12. 5mM MgC 
I 2 , 0. 5mM EGTA, O. 7 5mM C a C I 2 ) £ 1 ^xJU^Tz L J 1 5 O n I gyn 
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3$J1HBftC>U SPAtf— X$:iXS&-£-&tz 0 TOP COUNT (PACKARDft) 

•(b^feKT) pkc^2 RE^jStem^-To 





IMuidI) 


mmm 




17-1 


0.0049 


26-4 


0.018 


17-9 


0.0033 


26-21 


0.0069 


19-11 


0.0073 


26-24 


0.063 


23-1 


0.073 


28 


0.061 



2. PKC/S 2mm£3i 

PKC£ 2PISfa&li (J. Biol. Chan. 268:9122-9129. 1993 Xtf Eur. J. Biochem, 
194:89-94. 1990) IcUHlfc^jilCj: y SQgJLfc. 
1 ) SSttflsSlfc hPKC|S ©fftfc 

t hff£3!PKC0 2&&TI* t hKicDNABffi^L. PCR^ICfcy^O— 
yU p c D N A 3 . 1 #£Si<<? {COA&A,**. ZflX** — teJslMWA^-f' 
7-^X75^12 2-2 8 **5fe*1it=5Stt4bS P K C 0 2fg=Bi*>7 

2) pkc^ 2iasjgi4<Daijs 

COS7«$2 4^U— M=»U ±.CS14<bfflPKC^3eiB^^— £ p A P 1 
— luciferase U/ff — £ — Zf^ ^.5 K(Stratagen e$±) ?f ugene 
(Roche Diagnost i c stt) ffflt^XI>7^z^ hLfco LTI4 
pcDNA3. 1 "C^* — £ U/tf— $-?775 K£ h7>X7i^7 h Ltc 6 iS&F3IA3 
BWnUCjttlMbfMODMSOSKl Wfcfcy 1 p I jSJDL (DMSOOftRXtftO. 
1%) , 2 4^fllHftKLfc. *^l=*Dlfi?«!¥5* (2 5mM Tr i s-CI (pH7. 8) , 
2mM DTT, 2mM CDTA, 1 0% glycerol, 1% TritonX — 
10 0) £1 00 u I SttU EWRLtc. ls]ittLt-«fflfl£§fi?j$2 0^ I ^l=»au 

tf-y*s?->fKtss cm^-o^tt) *aauu «3t*i o*miil jusy (i_u 
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mat LB9501. Berthol dtt) T^Ltc, PKC)3 5£t4l~efc<E> lucif 
e r a s ej£1t(Djtii OSttlbS! P K C 0 2$ h^^ii' h Ltzffl&CD I uc i f e r 
a s eSSttfr&p cDNA3. 1 £ h7>X7i^7 h Lfc*fflB&0> I uc i f e r a s eStt 

llTbtt) l:m-^tS^it»TOM$ PKC)S2 EBgfEffl t Lfco 
^<7)^m. X&Wit&MZ P K C jS 2 Stt£ft»|=R&» Lfc„ TI2S B I^^WOftS 



SB 





ICtodmol) 


mmm 


IObGotdI) 


17-1 


0.38 


26—5 


0.094 


19-11 


0.1 


' 27-1 


0.11 


19-18 


0.096 


28 


0.038 



3. mmmtesmimmtm 

mmm^mssm^i^it (science, 272:728-731, 1996) izmctzysmz^iju^^tzo 

&mfcffi&N i s t a r McO K/^U t££— JI/JfflftT* XhU^h^hv^ (S i 

«B«ty, 4M*<b^^BHat£n7?8iBH)&B&#r^ &&z, 4, e, sjisi- 

^S^t£#^^3St#^b^li (Eur. J. Endcrinol. 134:467-473. 1996) (Csfl CfefrSlZcfc 

1 3aHSSt1£W i s t a r -5^ hlC^>h/^;L/t*^— ;U^T. XhU^h 4 /hv> (S 
i gma*±) S50mg/k g -eHWRl*flS^ U 8IJ^#i£S£S£-t±€> 0 X hU^h'/hv> 

it&a»M*g£*j£j£ zn&m.iiLm'mmw. (im-j-^xi 200, B^msti) -eastr 

18 



WO 00/76980 



PCT/JP00/03768 



jE*8Gi=12> 




(10 rr^Ag) (rt=1 1) 


50.2±1.1 


43. 6±0.6 


46. 3±0. 5 



mnm&g. ■. ieiss* vs mmmu ■. p<d.ooi. m^s* vs 2o-hs#p : p<d.o5 



mx&zmmmte.'gft&w%i&. ^mmmi^m^sm^^-t^ tim hfrt ta^tz. 
xmiiz&zj&n&^tzftnmma&yitLxi*. m^i ism. mtmmtfmi^tiz> e 

ttfc*W& «5.tfWfc -7>^h-;k ^K^H. t KP^v^oejHr;uo-x, m 
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«*DJ=53fc*IBWftL -Bifl^iL Wtmi *m*L ffim£MLTlvct,J:l\, 

z©j:-p^«aj^i±, Eiz«wtm. vami ihl juta*. ScSitsy cm 

« U -65°CT* N, M-v-< V^P t';UX^;UT 5 > 10. 4g <fc »r HU-f v> 8. 5g ^iBTLiz* j&& 
»£*#T. 1B«IMW*L»«£*EBSLfc. SatlC* 400ml £fcl;L. K®If;L. 500*1 

L-Cfc&tufcttaST-b hxHJJU 300ml T?H*SSLT, *»J:y 2. 4-i^PP-6- (3-> 
#%0>J2-1 

2 4-v^7PP-6- (3->^;UT— tf>J5v>-6-*;U^hiJ;u9.46g ^h^t K 
P ? ^ > 150ml L, -65°CTf N. N-S?* f;Hfl/>y7 £ > 15. Og £flD 
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£-20°CT' 1 BSffifitW Lfc'tfe, 7K 750ml ^JjQ^ <P P P*;UA 500ml TftttiJUio 7kg£l5 
7J^PD7t-x;uA 500ml -CtttBLfcaL ^OTS^h#t8«lft^T^^lR7Kfi^^'^V' 
«*A-CtaftLfc. ?WK*SKE«*LT»5>*Lfcefl$>5iy— JH20nl -C&^iaSILT 4- 
>7PP-2- [ (2-v>^UT5yx^U) 7S/]-6- (3-> ^JU7-'J y ) tf'J ~ V>-5-* 
JU7tCxH,UU5.5g£f#fce 

2-1 <h f^fl" LT#%#] 2-2-#^0O 2-12. #%#J 8-25- #%#J 8-28. ###J 20-1 X 
7J#%#J 20-2 Kt£(D<b£%£^fc. 
###|3-1 

4-^7 PD-2- [ (2-y^fJI/7S/IfJl<) 7S/]-6- U^) fcT'J ~ v^- 

5-*;U7t?— HJJU 2 92g £ N, N-i» T^t^bAT S K 50ml IZ&ftU ^^)VT)V^—)V 
9.54g i: 60%7KJSHb:J- h'JOA 2.83g £JjDjU lOOfC 3 BtfUHJOgft Ltc e SfSjE^lZt^Q^ 
^T>^E-OA7Kj§;^ 20ml 200ml SUS^JJDK.. tfriii Lfc*£il£7K 10mU 2-^P/O — 
JUSnL £«blZX— ^>HQnl X'8c&&8MLT 4-K>^JU*-**>-2- [ (2-i»^UTSy 
X^;iO T S / ] -6- (3-> ^UT— 'J y ) t°'J = v?>-5-*;UtK— h 'J ;U 3. 13g &m=~ 
##0]3-1 <t LT##^ 3-2~#^?J 3-12 iSKOrtb^&l^fco 

##0J4-1 

4-^7 PP-2- [ (2-v> ^UT 5 J X^;U) 75^]-6- (3->^U7-Uy) fcf'J = 
5-*;U7nx h U ;U 136mg I Cm- hJl^f v> 2ml 130°Ct? 8 B#fHMl0j& L7c„ KJSjg^fSj 

^v'J^W^^A^P^ h^37<— ; fOPt^A : ;U : 7^— T 

7k=200 : 10 : 1) ^ffiSIU 2- [ (2-v> ^JUT £ J X^JU) 75/] -4, &-t*X- (3->^ 
;UTx«jy) tf 'J = Vl^r-JiJisTfr- h 'J ;b 78mg &%tz* 
#5#i9J4-i £H«t(= LT#^|4-2lEmro<b^^t=e 
##095 

4.6-v^PP-2-y^UX;U7Tx;i^e»J Si/>-5-*;U^-9-;Uirt K 9.43g £ 2->^;u- 
2-^P/V— ;U 300mU 7K.80ml |C&>§U 2-^ > 1&nl. 'J >K^K3^J- K 'J 

5. 07g. 3B»»7- h U ^ A 5. 74g £ jJD*.T7K)*T-e 4 ttNttft Lfcc JSfcjtjfcl ' 1 8L^i£M 
7K 120nl, *PP*;UA 700ml £»0*T^&T:*8!*rdL W«B*i«ft. *ftLfcflL 
T?*v^AT*tB*Lf::o j^^^BETT-S^LT 4,6-v^oo-^f;WJU77-^b' 
•J 5 v >-5-zb;U7K>& 9. 94g 
#^H5>J 6 
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4,6-v^On-2-^^7.JL?7- ;U-e>JSi?>-5-*JU/t5>ei 7.71g lZ3&ittt—)l* 100ml 
*Jna.T 1 BSfcltaSfcsSiELfcc 5^£*ETT«£LTl&&:Kfc»fc£- 1, 2-v>>7 p px$ 
> 100ml CljgflSLTjtofrT. 28%7>^E^7'7K 19ml £jffl*., ^ 2 B#fiSHM* Lfc. 
;«»ET^«*Lfc|fc. 7K 200ml &m*.TmL. **LfcH» 60°CX— 863gtI±$agLT 4.6- 
^DD-2->fJ^77-J^e'J5v>5-*mf5 K6.70g£#fc o 

6 t LT#%#J 10 lEt&<D{b^&£*#fc„ 

#5^lJ 7-1 

4.6-i^PP-2-.^;U*JU77— Jl^tfV Si?>-5-*;U7t5^-9-5 K 595ne <T> 1, 4-i?^-%y- 
>;gi$25ml lCHN-i/-rv^Pe;UX^;UT£>'a44ml.3-^P s E7— 439mg £J]Ox_. 16 
B#fflJnftfi3&L*u SJSiS&lrllFKx-^u 80ml &mz.tz9L *ifeU JRzKBfflS"* -5 

lr#u 4-(3-^p^T— , jy)-6-^pn-2-^5 L ;ux;i/-77^;i^t°'j S v>-5-*ju 

TfC^r-y-S K 93Cmg £Htc«, 

#%#J 7-1 £ PttflZ LT#%01J 7-2~#%#J 7-24 £.7J#%#J 18-1 ~#%#J 18-24 IHSMttb^ 
##0<J8-1 

4-O-^P^T— 'J/)-6-^nn-^f^XJl/77- Jl^-tf'J Sv>-5-*;U7t?^-9-5 K 465mg 
0?i»^UX;U^4->>K?§^10ml IC7K^T-e^K* 'J ^A432mg,31«aaKHb7Km7K 0. 71ml £ 
JD*.. ffiZM.-? 5 ftfim&Ltz* SJSjg-gl&lc* 200ml £Jn*.TM7HiH* U «rtB Lfc@ 
»tt*3iau TKifeLfc^ 60 o CX-«UgtE$£«LT 4-(3-^P^E7-'J /)-2-> 
^t— ;U-6-f'J5 K>-5-73>»U^+h= K330mg$-^fco 

8-1 irfsifiiiz Lxm^m *-2~®mm 8-24. #m 21-1 m*&*m 21-2 le&o-fb^ 

##0|J9-1 

ZZ6.6-^h7>^UL:^'Ji>> 2.7ml CD^rh^t KP7^>8Cnil ;tj£lC7K;$T:7"^U'J 
9.65ml $STFL 10#8S#L7Cc * t»fC-78 c CT* 30 2,6-^?PPt=^v> 
ZOgCD^K^t h*P75> 10ml jS;^$5STLfc. B»=-C 30 £JE;g;£lc 
7<X2g£jD*.30#8t#L7z. ££>lziNi£gM5hil *5TFU iti££Ml£T®*Ltzo « 

22 



WO00H6980 PCT/JP00/03768 

n^tltzWg&T&teli 5A^7 D-7 h<?=5Z> ■< — > * -/ — JU*I :1) U 3. 5- 

□ P \z=y *»-2-l3)l>tfl'M 1.2g £f#fz 0 
#3f#) 9-1 £ mft[=. LT##0IJ 9-2~#3H9J 9-6 |Et£<7)<b^^#t-« 
#3S#]11 

3.&-v^PPt°7v>-2-*;U7l?>Bf 75Qmg ©x^y— ;u 10ml JgJSlc 7K5^T^b^— 
Jl 693*g £JD?L 4 B*MftiJna9tLfcgL »»£«ET»3cLfc. »&*tf=SS£*>'J*y 

##01)12 

3, □ □ 1 7*^>^^^S K 1g |C*"*->*fl;U> 7.3ml M> 
2.3g£JjQ;L. 50°C-C3B$fBTa#Lt=^ ?gjg£3ffiI±TB2: Lt- 0 SJtlrtfKx^U^jQ*.. 

U 2-v7 / -3, 5-5?? □ O bf^ i? > 770mg ffttco 
#^0?13-1 

Z P P t7V> 10. 7g 0> 10%SSM-> $ 7 —)l> 30ml P'O* y > 5. 68g. 

31%jaSHk7K*7K7.5mU 10%l3S&20ml $1mXt^o ;*B^*l*l~fi5Kifc 7 7KfQ4$D 9- 4g ^IraiLMT 

1 BOTfflWLfc. »«**m«SLfc«» tK aooni SM, x— soomi -eteasLfco * 

5:1) TfflKS LT 5- (3. 5-v? D P tf^ ^>-2-f JU) fJUXf^ 1. Og ^4§tc 0 

13-1 <t mflHz LT###] 13-2 g3ftO>'lb'&B5£»7=. 
##«S14-1 

3-^> x 7-f ;U-Z P P t7V> 502mg l^ftJUAT £ K 15mU 50%^K 2 5ml. 31%j©Mlb 

7*151* 1. 5ml, iSS^Sfc 7 *ft4ft 270mg jB&fo&gSL'Z 18 B#fSBK#L*:o JKJfciE^&l 

IZ7K 300ml SJD>L % B^x^;U 300mi TttUiLf=. *«W£lSStftffi7lC-ra*S* U SlM^^* 

(5SUlja:^"9->:i¥Kx^;U=2:1) tfigL e-^VlZ-f;^^ t7v> 
2-*;U7t?^r"9-= h* 186mg £*#fc 

##i9J 14-1 <hlH«IC LT#%01J 14-2~###J 14-9 ett0Xfc6tt£ftfc. 
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##0fl15 

t=8L aa-ei smmtLtz. sstrntttoiz* 300ml jnot v-?pp.*£>T?teaiL7io 

#3*0«16-1 

KP^>^^t^v>-2-*;u7f?^r-y-s K 880ns * >x,M^:;u>7 

PU K950ul tt*yv>15ml £10*, ^ST? 1. 5 BHBHHSLfc. .»»£*EWSLt::». * 
15Qnl £JQ*.. rax^U 300ml TttHJLfc. *M*J»W«^-e»Lfctt, HfflT*$f 
*i"t>A-e$£J£U ?§*££3£I±®^LT 6-^PPy^-;u-3,5-v^7PPt*^i?>-2-*i < /i/7t;^ 
■y-5 K 516ms £#fc. 

16- 1 <h|^f|::LT#%0>l 16-2 16-3 GtOMbMfeffffe. 

17- 1 

6-(1~* P Plf;M-3, 5-^>7 p p tf^ v>-2-*;U^1t- £ K 2. 24g C&X* y — ;u 7Cn,l if 
h^tKP^v>35ml OTJgjfcl:: 10V \°7 v^AJSItm 75Cng £llQx.7k*»H«T 4 Si&lZX 
18 BtflDiKtt L7c 0 ftfeffc€*£ U£ilE£ 3ffiES£ LT*# t>*i,fc8&a£ ffiSk U 3, 5-v>? p p- 
6-x^;Ut°^i?>-2-*JU7tf^-t7-5 K 1. 92g Zfflzo 

&%m n-1 ii^iz Lxm%m 17-2 s.zf&%m 17-3 iaaaMt^3£isfc 0 

##«19 

SgHtxy> 7.35g, y>K 5.15ml(DS^^140FC^2^fiiHS^Lfc^ 5- (3-^JUT 

x u y ) -3-> r [i. z 4} h y 7 i?i^6-* ;u7n~ k y 7U257n € ^jra^T90 o c 

;^7A^OYhy77^- (J§ilijS;-i7PP^;UA:^^y-;i/=75:1) -C^tSSU 5- (3- 

>f^7-'jy) -3-^^;ux;u7txji^ [1.2,4] F-y7v»-6-*;U7t?^-y-s K2o&is$* 
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4-*^z>)l>***>-2- [ (2- v> =J-)V7 5 / jU) 7 5/] -6- (3->^U7X"J/) £ 

'j = v>-5-*;u^- h 'J ;u 680tg £vy ^ju*jU7Mr-> K 7mi cijgfgu mmt) 'J OA 

70ChB £ 31%ifi@Hb7Km7K 1.2n! £DDjL> 60°CT 3.5 BSfHJ«#Lfco SJfcl^llZTk 70ml £ 
to*.*rtH Lfctt*£* 1Qnl THfcfrfcttiftLfc. ^^fcHS^S^v'J^^U^^A^ p 7 
h^7-r— ; ?no*;uA : /•?/ — ;u : T>=E-7fc=4O0 : 10 : 1) T?m§ifU 

4-*yi>)l>j-*ri>-2- [ (^WSyifJW 75/] -6- 'J^) t=U 

5 v>-5-*-M?*-tf5 K 340rog $mtzo 

mm i <h(^tizLT§ifls0i] 2~^w 14 xxmrnw ^~mmm 18-3 lemro^^^ 

tZo 

3§te«iji5 

4-^>v;U75/^ C (2-$/.*5\M/7 5/:i^F;U) 75/] -6- (3-* ?-;U7— U / ) t* 
>J 5 V >-5-* ;U7f<^-y- 5 K 300ms 3Qnl 10%/N°^i?OA-;gteM 300mg £ 

-T7K=50: 10:1) T'?S$g U 4-7S/-2- [ (^y>^75yx^) 75/] -6- (3- 

y ^)IT— 'J / ) tf'J 5 v>-5-*>;U7t^r-9- = K 155ms 

3BH&ffi16 

4-7S/-2- [ (2-y^W5/I^l,) 7 5/] -6- &-*=f-)V7— U/) tf 
U5v>-5-*Jl,^5 K55ms£tf'Jv> 1.5ml irJgJgU ?K)frTlS7Ki^23ul 

msx z5 Btmu *lvc so°c-e 15 B#nwB*Lfc.. m^^tss^Lx^titz^^^j 

Af;i,*7A^nv h^^-tf — (jgfctijfc ; ^PP/fc^A : y £/ — ;u : 7>^x7tK= 
100:10:1) TfltSSU 2- [7-b^U- (2- vo< ^;U7 5 / X^;U) 75/] -4-75/ 
-6- (3- /• 5MU7- 'J/) tf'J 5 5 K50mg £^- 0 

JBfiftl 16 <t [BffiSlZ LTHflSffil 23-1 &tflUiS0lJ 23-2 iSe^b^S^^fc. 
17-1 

4-^.>v;U^v-2- [ ^v>f;i/7 5/Xf;i/) 75/] -6- (3->f^7-'J/) f 
U5v>^*^t5 K I.Og^T" h^t KP77>X^/~ ;Ujg^?§« (2 : 1) 45ml IZ 
fmU 10%/\°^i?OA-S1tet200mg .**»HftT. 4 B#fHtM*Lf=„ 

L»«t*atBEB*LT 2- [ (2-v/^JU7 5/x5MU) 75/] -6- (3-/- ^;i/7^. U / ) - 
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mmn-i tm&izLxmfcm w-2~mmm 17-9. satsm 20-1 -ge&sflj 20-3. nsfe#i35-i 

i&tfStflSfld 35-2 SEg#Mb£&£#tc 0 
H&tfiJ 19-1 

^O-^P^T— 'jy)-2-> ^UX;U37T— ;U-fr-t°'J £ K>-5-*;U^-y-S K 301ms IC N.N- 
v> =?)V7 5 y X^;UT £ > 0.93n.l 90°C-C 4 B*RHif# Lfc. SFS^^^LT 

*3t>*i.f::SI£l-7-tz hx H 2ml ^*D^TMST*«^LT«ftl3 Ltc@ff*4$3£i«I&L7-tr h 
- h'J;Ut?xfc^LT^S 2BEne £*tfco ;U 24ml. ?K 6ml. 1 , 4 

-y->10nl (DS^jS^kSISSLT 6-(3-^n^ET-'J /)^[C-v^f JI/75/ X^;U)7 
S/]-4-t'U S. K>-5-±JU^-9"= K 180ms 

gtfl§0ij19-1 <hHKtl-LTlU(E^J19-2-|UjE^J 19-29. 2mM 25-1 ~§gj£0>j 25-4. StJfctfiJ 26- 

i~3us^j 26-25. 38 &ismmm 39 tHm<7)^^^^^^„ 

Mfe^tJ 21-1 

[2- [5-*;L//^<;u-6- (3->^;ut— u/) -4-tf'j = K>-2--fjuTsy] x^ju] y 
^;u*;u/<s>K t-^;uxx^u 90omg £y$y — ;nocmi i~;§<gu 4N jt£<b7K5it-ft 
gjx^;u;g& 50ml £Jn*.fc 0 il^^MT' 30 #«^Ltr&, 5g&£jj£EEg5£ L. *St>*i 
fcSLTtl-x^/-;noomi m££*££&lES£ L. %^tzmm^ 5Cmi £Jjd*. 

«rtllLfc$gS$K;«ILT 2- [ (2-y-^UT5yx^n0 7Sy] -6- (3-y^;i,Txijy) - 
4-fcf U £ K>-5-*JU7f;^-9-5 K 40ms 

§U£«W21-1 t^CLTH«ECT21-2l5®^b-&1«!l^»fco 

3tS50l]22-1 

2- [ (2-y ^;ut £ y x^;u) T£^3 -6- (3-y-^;u7— 'jy) ^t-fjs K>-5-*;u^ 

^-y-S K ^±i467ms$N.N-vy^;U7^;UAT5 K— ^PPtR/UA (1:1) 30ml |Z;tfi?L. 
3-7i-;i^Pft>7;i,ft K 200ms £ h'JT-b h^TK^b^f^- h U 840ms £ 

JnitMTM EfflMteLfc. Wd*«EB*LT#€>*Lfc3»S6l=7K 100ml £in*J«x*ju 
150ml. ;*uT*£pp*;uA-y*y— ;u (io:D iooni -ettifc L-c«Jl^+yef-c m 
»^»ttft^T?ft»SMi*W»T i>0 L fee 8«t £XEV£ L TM£ v U 

*>rM7A^n7 h^57-f— 0#fcB;$ ; ^PP*;Ui* : y?y— ;U : T>=E—7fr= 
200:10:1) -tfftlgL. 2- [2- [>^;U- (3-7i37n t\>U) 75 y] l^U75y] - 
6- (3-y^;UTX"jy) -4-tf'JS K>-5-^;U7t?Jr-y-= K43&ig£*v*:o 
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mm 22-1 t mmz Lrm&m 2z-2~mmm 22-7 lessaMt^^fco 

2- [ (2-^fji/7S/if;i/) 75/] -6- (3->^;lt— 'jy ) -4-tfu £ K>-5 
;uTS/^Pt';w *;u7ttv-< s Kttfttt i2Qie. 1-t kq+v^v>U7V- ;u85ig. 

W&h 100m g(D;1^%lCv> *P;i4^UA75 K 6ml ^^D^^T' 18 ^Mfil^Lfc. 

^£TOB*LT#&*ifc8»l=7lc 3Cml £JjQ*.. «rffiLfc««** 5ml Xjfcm 
LX 2- [ [2- (v^JU7S/7-fe?\>uy^JI/7'£/) X^JU] 75/] -6- (3-^^ 
;U7-'J/) -4-f'J £ K>-5-*;U/t?^+>-5 Kl5Che£»fcc 
3U&#)27-1 

3— 75/-5- [ (2-i/>f;U7£yxf;U) 75/] -6-^^Ut 0j 5 v>-2— *;UtH 
K 420rg ^DD>$> 2Qnl l-jtflfU h'J7i^t*7.A^ 1. 15g LWftm 
(II) 320ng fcfciU £»X 1 MML 50XJX 3. 5 B5BBt# Lfcc E(Sa££*M=S?* DO^> 
20ml £»?L *»1**«-r h^ffll^XiS^Lfco JMM&MBEMUTaBttS/'J*^* 
7A^P7 h^^-T— GBHJtt ; ^OQ^I/A : *£/ — JV : 7>=E— 77K=200 : 10 : 
1) TflSU 5- [ (2-i5>fJb7 5/xf;i,) 75/] -6-^^;U-3-^x^JUTSy 
t? ^ v >-2- * ;U7tf ^ s K looie £?5t=. 
HM^J 27-1 i: mfltlz LTStStW 27-2'EtE«Mtft«B 
Ht6#J28 

5- [ (2-y^^JI/75/I^) 7S/] -3- (3-> /)-fc?^S?>-2-*;U 
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z). 7.14(1H,t,^7.8Hz). 7. 40-7. 55 (9H m) . 9.56(1Hs) 


14 


Me 

Me' N "^^"NH 


OMe 


M:92-94. hD 6 :2. 18(6H s). Z29(3Hs). 245C2H. t, J=6. 8H 
z). 3.41(2H,q. J=6 8Hz), 6. 81 (1H, d, J=7. 3Hz). 6.94(1H,br 
s). 7.15(1H.t, J=7.3Hz). 7.4O-7.55(3H,n0, 12.27(1Hbrs) 


15 


Me 

Me' N ^^NH 


NH 2 


M:145-148, M) 5:Z16(6H.s). Z27(3H, s). 2 38(2H t, J^. 8 
Hz). 3.34(2Ht,6.8Hz). 6. 20-6. 50(2H,nO. 6. 50-6. 60(1H m) . 
6.75(1Hd. J=7.3Hz). 7.05-7. 15 OH m), 7. 25-7. 55 (2H nD . 1 
0.38(1Hbrs) 


16 


Me 

Ac 


NH 2 


M:140-143, 1© d?:2 10(6Hs). 2 28(3H.s). 2.30(3Hs). 2 3 
4(2Ht. J=7.2Hz), 3.93(2Ht.^=7.2Hz). 6. 84(1H d. J=7. 6Hz) , 
6.89(2Hbrs). 7. 16(1H.t, J=7.6Hz), 7. 27-7. 32 (2H nd . 7.58 
QHbrs). 9.82(1H.s) 
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R<X NH 



CONH, 



19 



Ex 




R 1/ N 
R 


Data 


17-1 


3-Me 


Me 


M:272-275, H) <5 :Z 18(6H, s), Z28(3H,s). Z44(2 
H,t, J=8.4Hz), 3.36-3.43(2H.m). 6.70(1Kbrs), 6.7 
7(1H,brs), 6.85(1H,d, J=7.4Hz). 7. 16 (1H, t, ^=7. 8H 
z). 7.37(1H.d,J=7.8Hz), 7.40(1H, s). 9. 11 (1H.br 
s). 10. 45 (1H, brs). 1Z81(1H,brs) 


17-2 


3-Me 




M:251-254. N> 5 :Z29(3H,s), Z30-Z 40(4H,m). 
Z40-Z 50(2Hm), 3.40-3.50(2H,m), 3. 50-3. 60 (4H, 
nO. 6.86(1H,d.J=7.8Hz). 6.93(1H.brs). 7.00-7.05 
(1Hni). 7.18(1H.t. J=7.8Hz). 7.41(2H,s). 9.19(1H, 
brs), 10.75(1Hbrs). 1Z89(1H,s) 


17-3 


3-Me 


H0 — NH 


M: 279-283. M> 5 : 2. 89 (3H. s) . 3. 39 (2H, q, J=5. 4H 
z). 3.5O-3.60(2H.m>. 4. 65 (1K brs). 6. 71 (1K brs), 
6.80-6.87(2H,irO. 7. 17(1U t, ^7. 8Hz) . 7.34(1H.d, 
J=7.8Hz). 7.43(1H,s), 9. 10(1H, brs) , 10.28(1H.br 
s). 1Z81(1H.s) 


17-4 


3-Me 


Me 

Ms 


M:260-265, ND S:Z18(6H.s). Z29(3H,s). 2.40- 
Z50(2HnO. 3.10(3H.s). 3. 50-3. 60(2H, m) , 6.85(1 
H.d, J=7.3Hz). 7.00-7. 10(1H.nO. 7. 17 (1H, t. J=7.3H 
z). 7.30-7.42(2H,m>. 9.20-9.50(1H.nO. 1Z83(1H 
s) 


17-5 


3-Me 


Me 

Me' N V^ NH 
Me 


F:345. ID 5 :0. 90(3H d, J=6. 9Hz). Z18(6Hs). Z2 
9(3H.s). Z75-Z80(1H.nO. 3. 15-3. 20(1Hm). 3.30- 
3.40(1H.ni). 6.86(1Kd. J=7.3Hz). 7.05(1H,d. J=4.4H 
z). 7.18(1H,t.J=7.8Hz). 7. 35(1H. d. J=4. 8Hz). 7.51 
(1Hs), 9.16(1Hs), 10.49(1Hs). 1Z90(1Ks) 


17-6 


3-Me 


NH 

o 


F:371, ND <5 :0. 90-1. 30(3H,m) . 1 . 50-Z 00 (4H, m) . 
ZOO-Z40(5H,m). Z 50-3. 50(5H, tn) . 6. 75-6. 90 (2H, 
Hi). 7.05(1H,s), 7.18(1Ht.J=7.9Hz). 7.38-7.50(2 
H,ni>. 9.16(1.Hs). 10.53(1Hs). 1Z90(1Hs) 
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17-7 


3-Me 


BnN^>- N H 


F:329. ND 6 :1. 65-1.75(1Km), 2 00-2 15(1Hm). 
229(3Ks). 2 80-3.15(4Hm). 4. 27(1H.iri) , 6.84(1 
Kd.J=7.3Hz), 6.98(1H,d,J=4.9Hz), 7. 18(1K t, J=7. 
8Hz), 7.30-7.55(3Hm), 7.99(1H,s), 9.35(1H,d,J= 
4.9Hz). 12 86(1Hs) 


17-6 


3-Me 


r"Y NH 

Me 


F:385, M) 6 :1. 05-1. 25(4H,m) , 1. 60-1. 80(3Krri), 
216(6H,s). 2 30-2 50 (5H, nil. 3. 50-3. 60(1 H m). 6. 
79(1H,s), 6.86(1H,d,J=7.8Hz), 7. 05 (1H d. J=4. 9H 
z), 7.18(1Ht,J=7.8Hz), 7.36(1Hd. J=7.8Hz), 7.45 
(1Hs), 9.17(1H,dJ=4.4Hz). 10.51(1Ks). 12.93(1 
Hs) 


17-9 


3-Me 


Me 


F:371. M) <5:1.50-1.80(5Hm), 2 00-2 60(1 OK m). 
4. 00-4. 50 (2H nil. 6.68(1H,s), 6. 85(1K d, J=7. 8Hz). 

7. 00(1H, s) , 7. 16(1H, t. J=7. 8Hz) . 7. 30-7. 40(1K 
m), 7.45(1H,s), 9.14(1Ks). 10. 37(1Hbrs) , 1278 
(1Ks) 


18-1 


3-Me 


Me 

Boc^^^NH 


F:417. ND 6 :1.60-1. 90(9H,m). 229(3H.s), 2.73 
(3Ks), 3.30-3.50(4H,nO. 6.70-7.00(2Hm). 7.08(1 
Hd. J=4.4Hz), 7.19(1H,d,J=7.8Hz), 7. 30-7. 50 (2H, 
m), 9.17(1H,dJ=4.4Hz), ia63(1H,s). 1289(1H,s) 


18-2 


3-Me 


DOC 


F.493, NC 5:1. 20-1. 50 (9H.br). 226(3Hs), 2 66- 
275(2Hm). 277(3Hs). 3. 25-3. 45 (2H m> . 5.60-5. 
70(1Hm). 6.93(1Ht. J=7.9Hz). 7. 10-7. 55(6Km). 
9.20-fl.38(1H.br). 12 53(1Hs) 


18-3 


3-Me 


Me 

Me' N Y^NH 

n 
u 


F:345, ND <5:229(6Ks), 286(3H.s). 298(3Hs), 
4.21(2H,d,J=4.4Hz). 6. 86(1K d. J=7. 3Hz). 7.05-7. 
354H.nO. 7.52(1Hs). 9. 16(1H, d. J=4. 4Hz). 10.76(1 
Hs). 12 92(1Hs) 


19-1 


3-Br 


Me 


M:272-274. ND 6 :2 19 (6H, s).2 46(2Kt, J=5.8Hz), 
1 41 (9H H ,t=S 11+7") R 95f1H hrsl 7 14-7 40 (4H ml 
8. 11 (1H brs). 9. 16 (1H. brs) . 10. 59 (1K br) . 13. 12 (1H, 
s) 


19-2 


H 


Me 

Me' N ^^NH 


r:oi/, Ml 0 la van, sy, i. 4r-z. <H»val, nv, 0. oaurl, 
d, J=5. 1Hz) . 6. 86 (1H, brs) . 7. 02-7. 06 (2H mi) . 7. 30 (2H, 
t. J=8. 1Hz) . 7. 60(2H d, J=8. 1Hz) , 9. 17 (1H brs) . 10. 54 
(IK brs).12 97(1Ks) 


19-3 


3-N0 2 


Me 

Me ' N ^^NH 


F:362 M:28B-290 


19-4 


3-CF 3 


Me 

Me' N ^^NH 


F:385. M:285-287 
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19-5 


3- 1 


Me J 


F:443. M: 260-262 


19-6 


3-MeO 


Me 


F:347. M: 234-236 


19-7 


4-Br 


Me 


F:396. ID 6 :2. 18(6H s) , 2 43(2H, t, J=5. 8Hz), 
3. 39 (2R d. J=5. 1Hz) . 6. 93 (1K brs) , 7. 12 (1H. d. 
3. 7Hz) . 7. 45-7. 47 C2H. m) . 7. 57-7. 59 (2K m) . 9. 17 
(1H, brs) . 10. 64 (1H br) . 13. 05 (1H s) 


19-8 


4-tBu 


Me 


F:373. M:282-284 


19-9 


4-nBuO 


Me 


F:389. M:235-237 


19-10 


3, 5-Me 


Me 

Me^^^NH 


F:345, ND 6 :2. 18(6H, s) . 2 24(6H, s) , 2. 44(2H. 
t. J=5.9Hz),3.42(2Hd, **=5.1Kz).6.68(1H.brs), 
6. 87 (1H. brs) . 7. 05(1H. d, J=3. 7Hz) . 7. 25 (2H. br 
s) , 9. 180H. brs) , 10. 51 (1H.br) . 12. 87 (1H, s) 


1Q-11 

1*7 1 1 


o , \J or 


Me 


F-475 M 283-285 


19-12 


3, 5-MeO 


Me 

Me' N ^^NH 


F:377. M:275-277 


19-13 


3, 4-CI 


Me 


F:386, M:286-288 


19-14 


3- CI, 

4- CF 3 S 


Me 

Me' N%N/Vx NH 


F:451, M:285-287 




3- Br. 

4- Me 


Me 

hi ^ 


F:410, I© <5:2.19(6H,s).2 30(3H.s).2.45(2H, 
d, J=5. 9Hz) . 3. 40 (2H. brs) , 6. 93 (1H, brs) . 7. 13 (1 
H, brs) . 7. 25-7. 30 (2H, m) , 8. 12(1H, brs) , 9. 15 (1H, 
brs) , 10. 56 (1H, br) , 13. 01 (1H, s) 


19-16 


3- Br, 

4- CF3O 


Me 

Me' N "^"NH 


F:480, ID 6 :Z 18C6H, s). 2 46(2H. brs) , 3. 42(2 
H brs) , 7. 02 (1H, brs) , 7. 21 (1R brs) . 7. 55 (1H. n\) . 
7. 52 (IK brs) . 8. 31 (1H, brs) , 9. 16 (1R brs) . 10. 66 
(1H br).13.23(1Hs) 


19-17 


3-MeO, 
4-CI 


Me 


F:381. M: 250-252 
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$9 (flft*) 



19-18 


3, 4, 5-CI 


we 


F:420, ND 6 :2. 19(6H, s),3. 40(2H. brs) , 7. 04(1 
H, brs) . 7. 26 (1H.br s), 7.95 (2H, s),9. 13(1H, brs) . 
10. 67 (1H.br). 13. 29 (1H,s) 


19-19 


3, 5-Br, 
4-MeO 


Me 


F:505. M) <5 :2 19 (6H, s) . 2. 45-2. 47 (2H, nO,3.40 
(2H. brs) , 3. 77 (3H. s) , 7. 04(1 H, brs) . 7. 1 9 (1H. br 
s) , 7. 93 (2H, s) . 9. 14 (1H, brs) . 10. 50(1H, br) . 13. 0 
9(1H.s) 


19-20 


3, 5-Br, 
4-Me 


Me 


F:489, ID S :2 19(6H. s).2 45(3H. s), 3.41 (2H, 
d, J=4. 4Hz) , 6. 98 (1H, brs) , 7. 21 (1H, brs) , 7. 94(2 
H, s),9. 13 (1H, brs) . 10. 61 (1H br) . 13. 1 1 (1H. s) 


19-21 


3-Me 


Et 


F:359, M:219-221 


19-22 


3-Me 


Ue "^ NH 

Me 


F:345 . M:215-217 


19-23 


3-Me 




F:357 . M: 227-229 


19-24 


3-Me 


Me 


F:385. M. 276-277 


19-25 


3-Me 


Me 

Me' N >ONH 
W 


F:403. M: 273-275 (dec.) 


19-26 


3-Me 


Me 

Ue' N Y^NH 
Ph 


F:407. M: 277-279 


19-27 


3-Me 


Mc 


F:451. N) 6 :Z24(3H,s), 2.29(6H,s), 2 80- 
2.90(1H.m). 3.44-3.50(1H.nO. 3. 50-3. 64 (2H, 
ni>, 4.47(2H,s), 6. 75-6. 85 (2H. m> . 7.05-7.15(2 
H.m). 7.25-7.40(6H,ni). 7.47(1H.s). 9. 16(1H, 
d,^3.6Hz), 10.54(1Hs). 12 92(1H,s) 


19-28 


3-Me 


Me 

Me"'J>ONH 
BnN — ' 


F:476. M:245-247 
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i9 a 


ft*) 


19-29 


3-Me 


Mg 

Me ' N r^NH 
Et 


F: 359, ID 6 : 0.88(3H.t, J=7.3Hz). 1.05-1.23 
(1H,nO, 1.50-1. 60 (1KtiO, 2 22(6H,s), 2 28(3 
Us), 2 46-2 50(1H,rn), 3. 05-3. 18(1H,in). 3.50 
-3.64(iam). 6.86(1H.d,J=7.3Hz). 7.02-7.08(1 
H\ni). 7.16(1H,t.J=7.8Hz), 7. 37 (1H, d. »*=7. 9H 
z). 7.49(1Ks). 9.16(1Ks). 10.51 (1H. s), 12 
92(1Ks) 


20-1 


3-Me 


Me 

Me' N Y^NH 
HO 


F:361, rC (5:2 29(6Rs). 2 30(3Hs), 2 58-2 
66(1H.m). 3. 2(M.50(5H.m). 6. 76-«.90(2H.m), 
7.04(1H.s). 7.17(1H.t, J=7.8Hz). 7.38(1H,d,J= 
6.8Hz), 7.50(1H,s), 9.16(1H,s), 10.54(ms). 
12 92(1Hs) 


20-2 


3-Me 


Me 

Me'fxT^NH 

N— ' 
H 


M:240-242 ID 8 :1. 32-1. 50(1H,m) , 1.72-1.90 
dKni), 2 21 (6H, s) . 229(3H.s). 2 56-2 66(1 
Km), 2 70-2 90(3H,m), 3. 00-3. 60(4H,irO, 6.85 
(1H,d.J=7.8Hz). 7.04(1Ks), 7. 18 (1H, t, J=7. 8H 
z). 7.34(1H.d.J=7.8Hz). 7.53(1H.s). 9.20(1H. 
s), 12 90(1Hs). 


20-3 


3-Me 




F:329, ID <5 :1. 65-1. 75(1H, nd. 200-2 15(1H. 
m>, 2 29(3Hs). 2 80-3. 10(4H.rri), 4.27(1Hs), 
6.83(1H,d, J=7.3Hz). 6. 98(1H, d. J=4. 9Hz) . 7.1 
8(1H\t, J=7.8Hz), 7.30-7.60(3H,irO, 7.99(1H. 
s), 9. 35 (In, d, J=o. 9nzJ , 1Z 86 (.Iris) 


21-1 


3-Me 


H 

•HCI 


F:317, ID <5:2 30(3Rs). 2 52(3Hd, J=1.9Hz). 
3.11 (2H.1, J=5.9Hz). 3.59(2Hq.v«.3Hz). 6.8 
7(1H,d, J=7.3Hz). 7.l1(Kd. J=1.4Hz), 7.12-7.2 
6(2Hni>. 7. 32-7. 40 (2H, nil, 8. 69 (2H. brs) , 9.18 
(1Kd.J=4.4Hz), 11. 01 (1H. brs), 12 91(1H,s) 


21-2 


3-Me 


Me. N /jO- NH 
H 


F:393, M:167-168 


22-1 


3-Me 


Me 


F:435, M) 5 : 1.60-1. 75 (2Hrrt>. 219(3H,s). 
2 28(3Hs), 2 30-2 36(2H,ni), 248-2 52(2H 
m>. 256(2Ht.^=8.3Hz). 3. 35-3. 45 (2H, ni) . 
6. 75 (1H. brs). 6.85(1H.d, J=7.8Hz), 7.02-7.10 
(IrirrO . 7. 12-7.28(6Hm). 7.41(2H,s). 9.17 
(1Rs), 10. 67 (1H. brs), 12 92(1H,s) 


22-2 


3-Me 


Me 


F:407, M: 123-124 
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« 5? Vl 




22-3 


3-Me 


Me 


F:385. M:259-261 


22-4 


3-Me 


Me 


F:371, M: 257-259 


22-5 


3-Me 


Me 


F'388 M) (S-2.1K6H s5 2 20(3RO 0 9Qfi 
Hs), 2.30-Z35(2H,nO. 2.40-2 60(2H.m), 3.20 
-3.50(2Kni), 6.81(1H,s), 6. 85(1K 4 J=7. 8Hz). 
7.05(1Hs), 7.18(1H,t, J=7.8Hz). 7.35-7.45(2 
H,nO, 9.17(1H,s). 12 91(1H.s) 


22-6 


3-Me 


Me 


F:375. IC S:Z13(6H,s), Z29(3H,s), 2.39(2 
n, x, j^j. anzj , j. flo-J. Do {An, m) , a. 85-6. 90 C2H, 
nO. 7.07(1K4 J=4.4Hz). 7. 1B(1H.t. J=7. 8Hz). 
7.30-7.50(2H.m>. 9. 16(1H,4 J=3. 9Hz). 10.45(1 
Hbrs). 12 90(1H,s) 


22-7 


3-Me 


MeNO-NH 


F:343. rt) 6 : 1.55-1. 70 (1H,m>. Z 20-2. 30 (5H. 
to), <£. t*J-£. do I2H, m) , Z. 60-2. 70(1 a m) , 4.20- 
4.30(1H.nO. 6.86(1H,4 J=7.3Hz). 7.00-7.10(2 
H.m). 7.19(1H.t. J=7.9Hz). 7. 28-7. 35(1 am). 
7.49(1H.s), 9.16(1H,s). 10.21 das). 1Z90(1 


23-1 


3-Me 


Ac 


r . oLra, nti o . I . <xj~i . »□ Von, nv , <c. *£d von, sj T Z. 

7O-Z90(3ani). 3. 40-3. 50 (4H. nil. 6.80-6.90(2 
am). 7. 00-7. 10(1 am), 7. 16-7. 24 dam). 7.32 
-7.44(2an0, 9. 10-9. 22 (lam), 10.50-11.00(1 
am), 1Z 80-13. 00 dam) 


23-2 


3-Me 


Me 

'/ll 
0 0 


F:393, ND <5:Z29(3as). Z74(3as), Z86(3 
as), 3. 20-3. 30 (2a m). 3.40-3. 55 (2am). 6.80 
-€.90(2ani>. 7.07(iad,J=4.4Hz), 7.20(iat.J 
=7.8Hz). 7.35(ias), 7. 40(ia4 J=7. 8Hz), 9.1 
7(ia4J^.4Hz). 10.73das), 1Z90(ias) 


24 


3-Me 


Me 

Me"S 


F:40Z M3 <5 :2 00-Z 20(6ani), Z29(3as). Z 
65-3. 00 (5a m), 3.40-3.60(4H,m), 6.80-7.20(3 
am). 7.19(iat. J=7.7Hz). 7. 30-7. 44 (2a m) . 
7. 32-7. 44 (2am). 9. 18da4 J=4. 3Hz), 10.63(1 
as). 1Z85-1Z95(1H,m) 
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an o 



i 



NH 

N X,CONH 2 
H H 



EX 


ArNH 


Data 


EX 


ArNH 


Data 


25-1 




F:323 

M: 279-281 


25-3 


<°xx 


F:361 

M: 246-248 


25-2 


oa m 


F:357 

M: 272-274 


25-4 




F:405 

M: 290-292 



al 1 



n /A^ R 2 
D N 

N J^CONH 2 

2 II ' 

N U 
R 3 R 



Ex 


R 1/A H 
R 3 


A 1 R 2 
A^ R 

D N 


R 4 


Data 


26-1 


Me 


To I NH 


H 


F:315. M) <5 :219(6H.s). 2,29 (3H,s). 
2.47 (2H t, J = 6.3Hz). 3.45 (2Hm). 
6.79 (1H,d.J=7.3Hz). 7.16 
(1H.t J=7.8Hz). 7.23 (IHbrs), 7.36 
(1Hs). 7.48 (1Kbrd). 7.53 (1H.brs), 
7.64 (1H,brs). 7.68 (1H.brs). 11.42 
(1Ks) 


26-2 


Me 

He' Ms/N NH 


CI -CX NH 


H 


F:335, It) 6 .2. 2D (6H.s), 2 47-2.51 
(2H.m). 3.44-3 48 (2H,m>. 6.99-7.02 
(1H,ni). 7.27-7.43 (4H.m). 7.74 (2Ks). 
8.10 (1Ks). 11.63 (1H,s) 


26-3 


Me 

Me' Nv ^^NH 




H 


F:331, MD <5 :2 19 (6Hs). 2 44-2.51 
(2H,ni), 3.44-3.49 (2Hm), 3.76 (3H.s). 
6.53-6.56 (1H.nO. 7.07-7.24 (3H.nO. 
7.39 (1Hs), 7.49-7.50 (1H.n\>. 7.64 
(1H,s). 7.69 (1Hs), 11.51 (1H s) 
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26-4 


Me 




H 


F:346, ND <5:Z19 (6H, s) . Z 49-Z 52 
(2H.nO, 3.51-3.56 (2H.nO. 7.38 (1H,s), 
7.51-7.57 (2H.nO. 7.72-7.82 (4H.nO. 
9.11 (1H.s). 11.88 (1Ks) 


26-5 


Me 


Ac^^NH 


H 


FN:341, ND <5:Z18 (6H,s), Z44-Z55 
(2H.nO. 2.59 (3H.s). 3.50 (2Kdd). 7.30 
(1Kbrs). 7.40-7.46 (2H.nO. 7.58 
(1Hd). 7.68(1Kbrs), 7. 81 (1 H, brs) . 
7.82(1H,d). 8.39 (1H,s). 11.63 (1H.s) 


ZD~0 


Me 


MeOOC^NH 


H 


F:359, ND <5 :Z18 (6H.s). Z44-Z52 
(2H.nO, 3.51 (2H.dd). 3.86 (3H,s), 7.31 
(1H,brs), 7.40-7.47 (2H.nO. 7.56 
(1H.d). 7. 65-7. 77 (3H nO. 8.62(1Hs). 
11.67 CIRs) 


2&-7 


Me 

Me' N ^^NH 




H 


F:403, ND <5 :Z21 (6Hs). Z46-Z55 
(2H.nO. 3.49 C2H,doO. 7.26-7.35 (2H.nO. 
7.45 (1Ks), 7.53-7.58 (2H.nO. 7.62- 
7.78(5H.m>. 8.20(1H,s), 11.75 (1H.s) 


og n 
ZD O 


Me 

Me' N ~^^NH 


BnNH 


H 


F315 ND (5 Z10 (6H. s) Z 30-? 33 
(2Hm). Z30-Z35 (2HnO, 4.60 
(2H,d, J=*.4Hz), 6.92 (1H.s), 7.14 
(IHs). 7.19-7.33 (5HnO, 7.42 (IHs). 
9.12-9.15 (1Km) 


26-9 


Me 

Me' N ^^NH 


Ph^ NH 


' H 


F:329 . ND (5 :Z17 (6H. s). Z42-Z47 
(2Hm). Z83-Z86 (2H.nO. 3.40-3.45 
(2Hni), 3.56-3.61 (2Hni). 6.85 (1Hs). 
7.13 (1»is), 7.18-7.37 (7H.nO. a 79- 
8.82 (1H.nO 


26-10 


Me 


cHexNH 


H 


F:307 , M> 5:1.20-1.37 (5H.nO. 1.55- 
1.68 (3H.nO. 1.90-1.93 (2HnO. Z18 
(6H,s), Z40 (2Ht J=6.8Hz). 3.34-3.39 
(2H,nO. 3.82-3.88 (1H,nO. 6.84 (1H.s). 
7.08 (IHs). 7.31 (IHs). 7.37 (1H,s). 
8.73 (1Hd J=7.3Hz) 
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26-11 


Me 

Me 




H 


F:380, ID <5 :0. 97 (3H d, J=6. 8Hz) . 2.19(6 
Hs). 2. 81-2. 86 (1H. nil. 3. 35-3.47(2Kni). 

4.34(1H,t, J=4.9Hz), 7.37(1H.s). 7.53- 
7.57(2H,ni), 7. 67-7. 70(2H.nO. 7.79-7.82 

Oini), 9.17(1H.s), 11.88(1Ks) 


26-12 


Me 


n 


H 


F:386, ID 5:1.40-1.45(111110, 1.53-1.69 
(3H,ni>. 1.78-1.82(1Km). 216(6H.s). Z 
77-2 79(1H,m), 4. 33-4. 35(1H,nO. 7.36(1 
lis). 7.44(1Hs), 7. 53-7. 62 (2H. nil. 7.77 
-7.82(2H.m). 7.97(1H.d. J=7.3Hz)). 9.25 
(1Ks). 11.93(1Hs) 


26-13 


Me 

Me' N "^NH 


To 1 NH 




F:419. M> <5:2 23(6Rs). Z33(3Hs). 2. 
56(2H.t, J=6.3Hz). 3. 64(2H. q.^=€. 4Hz). 
6.88(1H,d, J=2 4Hz). 6. 93 (1H, d. J=7. 3Hz) . 
7.26(1H.t, J=8.3Hz). 7. 45-7. 65 (5K ml . 
7.65-7.85(3H,nO, 9. 50(1H.t. J=5.3Hz). 1 
1.76(1Ks) 


26-14 


Me 


To 1 NH 


CH 2 0H 


F:345. M) 5 :2. 19(6H s). 2.30(3Rs), Z 
46-2 55 (2H.ru). 3. 53 (2H, q. J=6. 3Hz) . 4.46 

(2H d. J=5. 4Hz) . 5.24(1H.t,J=5.3Hz). 6.7 
8(1Hd, J=7.3Hz). 7.05(1H.t. J=5.4Hz), 7. 
16(1H.t.v*=7.8Hz). 7.25(1Hs). 7.46-7.53 

(2H.ni>. 7.88(1H,s), 11.35(1Hs) 


26-15 


Me 


To 1 NH 


Me^OH 


F:359. ND 6 :1.37(3H.d. J=6.4Hz), 219(6 
H.s), 229(3H,s), 2 48-2 52(2H,ni>, 3.53 
(2Ka J=6.4Hz). 4.75(1Hquint J=6.4Hz). 
5. 49 (1 H. d. J=6. 3Hz) . 6. 78 (1H. d. J=7. 8H 
z). 7. 16(1H,t, J=7.8Hz), 7. 20-7. 28 (2H, 
nO. 7.40-7.52(2H.nO. 7. 80(1H, d. J=1. 9H 
z). 11.30(1Hs) 


26-16 


Me 


To 1 NH 




F:373. M) S :1.49(6K s). 220(6H.s), 2 
29(3H.s). 2 50-2 55(2H.ni). 3.53(2H,q.^= 
6.3Hz), 5.74(1H.s). 6.77(1H.d J=7.4Hz), 
7. 16 (1H,t. J=7.8Hz), 7.28(1H,s), 7.42- 
7.55(3H,m). 7.88(1H,t, J=4.9Hz). 7.88(1 
Ks). 11.24(1Hs) 
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26-17 


Me 

Me' N ^^NH 


TolNH 




F:401, ND <5:Z21(6Hs), 2 30(3Ks), Z 
45-Z55(2H,m), 3.45-4.00(9H,in>. 4.57-4. 
63(1H,m), 6.79(1H,d,J=7.3Hz). 7.13-7.24 
(2Hm). 7.31-7.24(2H,nO, 7.31 (1Kb). 7. 
47-7.53(2Hni), 7.58(1H.s), 11.37(1H.s) 


26-18 


Me 

Me' Ns/S NH 


TolNH 


(CH 2 ) 4 
COOMe 


F:429, ND 6 :1.55-1..75(4in0, 2. 19(6H. 
s), 229(3Hs), Z37C2H,t,J=6.8Hz), 2.4 
5-Z60(2Hn$. 3.45-3.55(2H.m). 3.59(3H, 
s). 6.76(1Hd,J=7.3Hz), 7. 07 (1H. t. J=5. 4 
Hz), 7.14(1Ht, J=7.8Hz). 7.26(1H,s), 7. 
45-7. 52(2H.bO. 7.56(1H,s). 11.22(1H,s) 


26-19 


Me 


TolNH 


CF 3 


F:383. ND 6 : 2.17 (6H. s) . 2.32(3H. 
s), Z42-Z50 (2Hm), 3.54 (2H,dd), 6.9 
0 (md). 7.10-7.17 (1Hni). 7.21 (1H.t), 
7.46-7.63 (4H,m>, 11.62 (1H s) 


26-20 


Me 

Me' N ^"^NH 


TolNH 


Me 


F:329 ID 6 -2. 19 ( 6H. s) 2 24ftH el 
Z29(3H.s). 2 46-2 53 (2H.nO. 3.53 (2 
Hdd). 6.76 (Mid). 7.04 (1Ht). 7.13(1 
Ht). 7.21(1Hbrs). 7.44-7.52(2Km), 7. 
61(1H.brs). 11.24 (1Hs) 


26-21 


Me 

„w 

He i NH 
Me 


OgN^^NH 


Me 


F:374. ND <S :0. 94(2R d. J=6.4Hz), Z18(6 
H, s) , Z 29 (3H s) Z 90-3 OOdft ni) 2 V\ 
-3.10(2H.nO, 6.86(1H.s). 7.37(1H.s), 7. 
53(1H.t,^7.9Hz). 7.70-7.80(3H.nO, 9.04 
(1HtJ=Z0Hz). 11.69(1H,s) 


26-22 


Me ^^NH 


To 1 NH 




F:343. ND 6 :1. 19(3H.t. J=7.4Hz). Z19(6 
Hs). Z29(3Hs). Z40-Z55(4Hrn), 3.52 
(2H q. J=6. 8Hz) , 6. 76(1H. d, J=7. 3Hz). 7.0 
8(1Ht.J=5.9Hz), 7.14(1Kt. J=7.8Hz). 7. 
25(1Hs). 7.45-7.52(2Hm>. 7.56(1H,s), ! 
11.22(1Ks) 


26-23 


Me 

Me' N ^^NH 


TolNH 


nPr 


F:357.M> <5 :0. 95(3H, d. J=7. 3Hz). 1.67(2 
H sex, J=7. 4Hz) . Z19(6Hs). Z29(3Hs). 

Z45-Z55(4H,nO. 3. 52 (2H. q, J=6. 4Hz) , 
6.75(1Hd,J=7.8Hz), 7. 08(1H t, J=5. 9Hz) , 

7.13(1Ht, J=7.8Hz), 7.24(1Hs). 7.45- 
7.50(2Hm>, 7.53(1H,s), 11.21(1Hs) 
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26-24 


Me 

Me' Nv ^^NH 


TolNH 


CN 


F:340, ND 6 : 2.17 (6H, s) , 2.32(3H, 
s). 2 44-2 55 (2H.m). 3.50 (2H.dd), 6.9 
2 (1H.d). 7.22 (1H,t), 7.46-7.54 (2H. 
m). 7.62(1H.s). 7.76(1H.brt). 7.970H. 
s). 11.87 (1H,s) 


26-25 


Me 


TolNH 


COOEt 


F:387. If) 6 : 1.33 (3H.t). 2 20 (6H. s) 
. 232(3H.s). 246-154 (2H.nO. 3.57 

(2H,dd), 4.29(2H,dd). 6.90 (1Hd), 7.24 
(1H,t). 7.48-7.58 (3H,m). 7.71(1H,br 

s). 8.59(1H.brt). 11.72 (1H, s) 


27-1 


Up 

fine 


PhNH 


Me 


M:189-190. ID £ :2 20 (6H. s). 2 24 (3 
Hs). 245-250 (2H.nO, 3.52 (2Hq.J=5. 
0Hz). 6.94 (1H.t. J=5.CHz). 7.00-7.05 (1 
Hm). 7.21 (1H.brs), 7.26 (2H, t. J=10. OH 
z). 7.61 (1H.brs), 7.66 (2H, d, J=10. OH 
z). 11.28 (1Hs) 


27-2 


Me 


PhNH 


Ph 


M: 173-175. ND 6 :2 18 (6H.s). 2 45-2 5 
5 (2Hrri). 3.50 (2H q. J=5. 8Hz) . 6.90 <R 
t,J=5.3Hz), 6.98 (1Ht.J=7.2Hz). 7.25- 
7.50 (6H.nO. 7.60-7.75 (5Hm). 11.46 (1 
Hs) 


28 


Me 

Me' N ^^NH 


TolNH 


CI 


F:349. M) 5:2 18 (6Hs). 2 30 (3H.s), 
246-2 52 (2H.m). 3.52 (2H,dd), 6.83 
(1H,d). 7.13-7.20 (1H.nO. 7.36-7.50 (4 
Km), 7.61 (1H.brs). 11.38 (1Hs) 


29 


Me 


TolNH 


F 


F:333. If) 5:218 (6H.s). 229(3H,s), 
245-253 (2H.m). 3.52 (2Hdd), 6.79 (1 
Kd). 7.15 (1Kt). 7.29(1H.brs). 7.40- 
7.53 (3H.nO. 7. 88(1H.brt). 11.35 (1H s) 


30 


Me 


TolNH 


CHO 


F:343. ID 5:2 20(6Hs). 2 32(3Hs), 2 
48-252(2H,nO, 3. 60(2H.q, J=5.BHz), 6.93 
(1Hd. J=7.8Hz). 7.25(1Ht,J=7.8Hz). 7.5 
0-7.60(2H.nO. 7.74(1H.s). 8.11 (1H.s). 
8.79(1H.t.J=5.4Hz). 9.63(1Hs). 1203(1 
Hs) 
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31 


Me 

Kl 

Me' Nv ~^NH 


TolNH 


COOMe 


F:415, NC <!?:1.23 (3K t, J=6. 8Hz) . 2 29 
(6H.s), 2 34 (3H,s), 2. 59 (2H. t, J=5. 8H 
z), 2.75-2 85(4Km). 3. 58 (2H. a J=5. 9H 
z). 5.12(1Hs). 5.65(1Ks). 6.80(1H,d.J 
=7.3Hz). 7.18(1H,t, J=7.9Hz), 7.46C1H, 
s). 7.5K1H.S), 7.58(1H.dJ=7.9Hz), 10. 
84(1H,s) 


32-1 


Me 

Me' NN/s NH 


TolNH 


(CH 2 ) 2 
COOH 


F:387. N) £:2 20(6Ks), 229(3H,s), 2 
45-255(2H,nO. 2 60-2 76 (4K m) . 3.54(2 
Kq.J=6. 9Hz), 6.76(1H.d, J=7.3Hz), 7.14 
(1Kt, J=7.8Hz). 7.20-7. 33 (2H.ro). 7.40- 
7.50(3Hm>. 11.18(1Ks) 


32-2 


Me 

Me' N ^^NH 


TolNH 


COOH 


F:359. M) 6 ■ 2 32 (3H. s) 2 38 ffiH 

. 277(2Hbrs). 3.66 (2H.dd). 6.91 (1 
rid). 7.25 (IK t). 7.50-7.60 (3Km), 8. 
76-a82(2H.nO, 11.0-12 0 OKbrs). 11.9 
2 (1Ks) 


33 


Me 


TolNH 


r Ph 
OH 


F:421. ND <5:216(6Ks), 227(3Ks). 2 
30-2 50(2H.m). 3.40-3.50(2Km). 5.78(1 
H. d.J=5 8Hz) 6 39 (1H d J=S t*W k -«s 
(1H,d, J=7.3Hz). 7.12-7.51(10Km). 7.96 
(1H,d. J=2 0Hz), 11.31 (IK s) 


34 


Up 

mts 

Me' Nv ~^NH 


TolNH 


Me 


F:355. M) <5:212(3Ks). 218(6Ks). 2 
30(3Ks). 2 45-2 50(2KrrO. 3.49(2Kq,J= 
6.4Hz), 5. 35(1Hs) 5 43 (1H s) 6 79(1 
Hd. J=7.3Hz), 6.87(1Kt, J=5.3Hz). 7.14- 
7.20(1Hni). 7.33(1Hd,^1.9Hz). 7.50-7. 
52(2Km), 7.63(1Kd.J=1.9Hz). 11.37(1H 
s) 


35-1 


Me 

Me "~^NH 


TolNH 


Bn 


F:405. t© «5:214(6Ks). 2 28(3Ks), 2 
44(2Kt.J=6.9Hz), 3. 48 (2K q. J=6. 3Hz) . 
3.96(2H. s). 6. 76(1H,d.J=7.3Hz). 7.05(1 
K t. J=5. 4Hz) , 7.10-7.40(6Kin). 7.45-7.5 
5(3Km). 11.23(1Ks) 


35-2 


Me 

Me' N ^NH 


TolNH 


iPr 


F:357. ND <5 :1. 17(6K t, J=6. 8Hz), 219(6 
Us), 229(3H.s). 245-250(2Km). 3.04 
(IK sep. J=6.3Hz). 3. 53 (2K q. ^=6. 9Hz) . 
6.76(1H,d, J=7.3Hz), 7. 10-7. 16(2Km>. 7. 
27(1Hd.J=2 5Hz). 7. 45-7. 55 (3K m) . 11.2 
0(1Ks) 
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SI 2 



Ex 


Structure 


Data 


36 


To 1 ~ 

NH 
H Me 


M-243-247 Ml A ? V)fMJ -1 •> ?7(«»| <st 3 45f7H n .fc 
5.0Hz). 3.61(2H.q,J=5.0Hz), 4.77(1H.t, J=5.0Hz), 6.85 
(1H.d.J=5.0Hz). 7.10(1H.d, J=5.0Hz). 7. 18(1H,t, J=5.0H 
z), 7.30(2H.q,J=5.OHz). 7.52(1H.s). 7. 62(1H,t. J=5.0H 
z), 9.24(1H,d, J=5.0Hz), 12 85(1H.brs) 


37 


Tol- NH 

Me nV^ 

Me' N ^^N A N^0 
H Me 


F:345, ND 5 :2 16(6H s), 232(3H,s), 2 46 (2H t, J=6. 8H 
z), 3.25(3H,s), 3.40-3.60(2H,m), 6. 86 (1H, d. J=7. 3Hz) , 
7.11(1Hd.J=4.4Hz). 7.17(1Kt.^=7.8Hz). 7.37-7. 42(2H 
m). 7. 54-7. 60 dam), 9.23(1H,d, J=4.4Hz), 1285(1H,s) 


38 


NH 

Me N ^Y C0NH2 

Me ' N — n^ 

H 


F:314. ND 5:219 (6Ks). 2 44-2.49 (2H.nO, 3.41-3.45 
(2H,m>. 5.89 (IKd, J=8.8Hz). 6.67-6.73 (2H,nO, 7.02 
(2Ks), 7.08-7.12 (1H.nO. 7.46 (1H, d. J=8. 3Hz) . 7.52 
(1Hs). 7.75 (1H.d J=8.8Hz). 11.51 (1H.s) 


39 


Tol> NH 

Me 

Me' M> ^N A N* N 
H 


M:179-181, tC 5:218 (6Hs), 2 32 (3H.s). 2 44-2 47 
(2H.nO. 3.40-3.55 (2H.nO, 6.93 (IKd). 7.23 (1H.t). 
7.53-7.57 (2H.nO, 7.67 (1H,brs), 8.02 (1H.brs). a 33 
OKbrs). 11.45 (1Kbrs) 
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«1 3 




R a NH 


R b 


R a NH 


R b 


R a NH 


R b 




3, 4-Me 




3. 4-Me 




3, 4-Me 


Me 


3. 4. 5-CI 




3, 4. 5-CI 




3. 4, 5-CI 


3-Me. 4-Br 


Me 


3-Me. 4-Br 


Me 


3-Me. 4-Br 


3-Br. 4-Me 


Me' N ^NH 


3-Br, 4-Me 




3-Br. 4-Me 




3-MeOOC. 


Et 


3-MeOOC. 


tBu 


3-MeOOC, 




4-Me 




4-Me 




4-Me 




3-N0 2 , 4-Me 




3-N0 2 , 4-Me 




3-N0 2 . 4-Me 




3, 4-Me 




3. 4-Me 




3, 4-Me 


Et 

Me' N V~"NH 
Me 


3, 4, 5-CI 




3. 4. 5-CI i 




3. 4. 5-CI 


3-Me. 4-Br 


Et 


3-Me, 4-Br 


Me 


3-Me. 4-Br 


3-Br. 4-Me 


Me' N Y~"NH 


3-Br, 4-Me 


Me' N J^NH 
MeO 


3-Br. 4-Me 




3-MeOOC. 


Et 


3-MeOOC. 


3-MeOOC. 




4-Me 




4-Me 




4-Me 




3-N0 2 , 4-Me 




3-N0 2 , 4-Me 




3-N0 2 . 4-Me 




3, 4-Me 




3, 4-Me 




3, 4-Me 


Me 

Me' N> Y^NH 
COOMe 


3, 4. 5-CI 




3. 4, 5-CI 




3. 4, 5-CI 


3-Me. 4-Br 


Et 


3-Me, 4-Br 


Et 


3-Me. 4-Br 


3-Br. 4-Me 


Et' N Y^NH 


3-Br. 4-Me 


Et' N V^NH 


3-Br. 4-Me 


3-MeOOC. 
4-Me 


Me 


3-MeOOC. 
4-Me 


Et 


3-MeOOC. 
4-Me 




3-N0 2 , 4-Me 




3-N0 2 , 4-Me 




3-N0 2 . 4-Me 




3, 4-Me 




3. 4-Me 




3. 4-Me 




. J A, 


0,4, 0— C 1 


0— V 


3, 4, 5-C 1 


3-Me. 4-Br 


3-Me. 4-Br 




3-Me. 4-Br 


3-Br. 4-Me 


3-Br. 4-Me 


Me '"He 


3-Br. 4-Me 




3-N0 2 , 4-Me 




3-N0 2 , 4-Me 


3-N0 2 . 4-Me 


Me 


3, 4-Me 




3. 4-Me 


0 


3, 4-Me 


3, 4. 5-CI 




3.4, 5-CI 




3. 4, 5-CI 


3-Me. 4-Br 


3-Me. 4-Br 


Y'"NH 
Me' N 'Me 


3-Me, 4-Br 


3-Br. 4-Me 


Me'^Me 


3-Br. 4-Me 


3-Br. 4-Me 




3-N0 2 . 4-Me 




3-N0 2 , 4-Me 


3-N0 2 . 4-Me 




3, 4-Me 




3. 4-Me 




3. 4-Me 


Me- ^ 


3, 4. 5-CI 


We 


3. 4, 5-CI 




3. 4, 5-CI 


3-Me. 4-Br 


3-Me. 4-Br 




3-Me, 4-Br 




3-Br.4-M 


3-Br. 4-M 


Me' N ~Me 


3-Br, 4-Me 




3-N0 2 . 4-Me | 




3-N0 2 , 4-Me 


3-N0 2 , 4-Me 
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A 1 R 
D N 




R N 




',3 



R (I) 



x \ r R 4 ^° 

A ^R 4 



C \ Kl 

R 4 * X ^ , XI* ^ c ^C. r4 



*T LTt&l^-f- PT 'J — Jk 

R ' : -N (R 5 ) R e . -§M£^LTt&lM6l&7;U*U>-N (R s ) R 6 . OH. XI*M&3| 
^LTt&l^^rPT'J— Jk 

A\ A 2 : [s|-XI±m4-o-C. ^££^LT4,&lM5*RT^U>. 





A 3 : NR\ CO. O. S. lM^LTtgL>iiffi7;MrL/k 

R z . R 3 . R\ R 5 . R 6 2lVR 7 : Xli^fcoT. 7Km^. /\P^>. OH. NH 2 . 
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CN. -CHO, -C(=NH)-NH 2 . LT=fe,&lM£*&7;U*Jk -C(=0)-g&g 

£=ffLTt&lM£IS7;U*;U -C(=0)-0-M&g£:fiLT4,&lM£ISD^U*;U -SO r S 
^£WLT*i&lM£*R7JU3^ -C(=0)-MfeS^LT=taL^^PT'J-;U g& 
S£*rLT=t&l^>£P7Jl^k »»*£*LT4iA^7'J— LT^&l^ 
AfDT'jHW ^g£^LTtaiM£&7;U*;L-0-g&S£* LTt&kM£*R7JU*- 

2. TlB-«SiC (10 -e***L*«3jtfl>«SHi tlBK**v«>#«tt^iSI3W*X(*-t(Dffio 



R ' :-N(R 5 )R 6 , 



A 3 : NR\ Xfttt*. 

RVR\ R\ R 5 s R 6 &tfR 7 : 1^— XliM&oT. JkSRDSW-* /\oy>, OH. NH 2 . 
CN. -CHO. -C(=NH)-NH 2> SS^^WLT* AlHEOTil^Jk -C(=0)-WftS 




R' 
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&g£WLTtmi>i£*RTJU*;k -C(=0)-g&g£:&LTt&t>^rP7V— ;k g& 

AfP7'J — ;k S&fi£*r LT t aLM£&7;u*;u-o-gg^ £W L T £ Al Mgi&T;U*- 
;k 

3. TIB— UStC (I") T^2*i.£>If*<D*gffll lrl5#£4x&^^^(3^#ttXI*^(D 





D : Jt&S£:frLT4,m^T'J — Jk Xli!Kft»**LT*aL^T-PTU— Jk 
R 1 :-N (R 4 )R\ 
A 1 : $ao % 

a 2 : BSt*£*LT*.&iMS»7;u*u:A XI* 




E31 : IfeSJtLTtaoi/^ ny^+Uk 

(B L» R 5 ^*^llTR7)ig^ttR 6 toK^llTO^a)^^mi*-r^) 
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4. 2- [ (2-s?y^u7syi^;u) 7 5y] -6- (s-> ^;u7— uy) -4-tfys 
;u^-9-s h\ 6- (4-?M7-yy) -2- [ (^>fjb7iyifji/) 7sy] -4-t°'J 

£ K>-5-*;U^tJ"5 K, 6- (3.5-isZ?n=ET— VS) -2- [ (2-^> ^JW7 5 J X^;u) 
T^y] -4-tf'J £ K^-5-*;U7tC^r-y-S h\ e- (3.4-*?* D □ 7— -2- [ (2-i>>^U 
75^If;W 75/] -4-tf'J5 K>-5-*;U^-y-= K. 6- (3-:?P i E-4->^;U7x.y 
y) -2- [ (2-yyf;U75/If;W -4-t°'J5 K>-5-*JUtK4^-S h\ 2- [ (2- 

y>f;b7SyifJW 7S/] -6- (3.4.5- h'J^PPT-'jy) -^-tfu £ K>-5-3i;UfC 

^■y-s h\ 6- (3, ^;ut-«j y ) -2- [ (2-v>^;u75y x^u) ;p5 

y] -4-fcf'J £ K>-5-*;U7t?W£ K. 6- (3.5-v^P^-y. h**>7-'jy) -2- C (2-v 

y^;uTsyx^;u) 7 = /] -^-tf'jsK^^ts K, 2-[ (^ws/v 
^p^>5^;u) 7sy] -e- (3-y^;u7-'jy) -4-tfusK>5-^m5 h\ 2- 
[ (2-vy^;u7£y -^PtVu) 75y] -6- (3->^;u7-'jy) -4-tf«js K>-s-*uu7t-: 
^-9-5 h\ 2- c (2-v>^;u7sy ^;u) 7 = y] -&- o-t^jvT—'js) -4-tf»j5 k 
>-5-*;u^-y-s K. 2-[[ (2-i?y^;u7£y-3->^u) ^;u] 75/] -&- (3->^u 

T—*W) -4-e'JS K>-5-*;U7t?Jp-9-5 h\ 5- [ (2-v?y J-JVTZ/ X^jU) 75/] -3- 

(3-^^7-'jy) t 0 7V>-2-*;U7t5^r-y-S h\ 6-J7PP-5- [ ^v^Wiyxf 
JU) 75/] -3- (3-^^7-U/) t°^v>-2-±i;U7lf-^r-y-5 K. 6-v7/-5- [ C2-VO* 
^7 = /I^l) 7H/] -3- (3-y^7X«jy) t ,J 7V>-2-*;U7|f4r+l-5 K. 5- 

[ (2-v/^;u7£y x^;u) 75 y] -3- (3-y h^*ju?fc=.;u7— y/) t 0: 5i;>-2- 
;u?t?*-9- 5 h\ 5- [ (2-i?y ^;u7 5 y x^;u) 7 5y] -3- (3-- h p 7— y y ) tf3 v 
>-2-*;u7t5^-9-5 h\ &- [ (2->?y ^;u7 = y x^;u) 75/] -3- (3-^^;u7xijy) - 
6->^;uf^v>-2-*;u^i7-5 h\ 5- [ ^v>f;i,7i/lf;W 75/] -3- (3-y 
W-'J/) -e-x^;ue^i?>-2-*;b7t?^-y-5 Kxtt-Wt&rott. 

7. tt^tt^^ro^tffltx&^^lt^rofBfflAlSttCDSISIilfiBfcfe, 
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